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INTERNATIONAL PRELIMINARY EXAMINATION REPORT 



International application No. 
PCT/USOO/01599 



L Basis of the report 



1, >Mth regard to the demmts of the international application:* 
I I the international application as originally filed 
the description: 



pages 
pages 
pages 



(See Attached) 



_ , as originally filed 
filed with the demand 



, filed with the letter of 



I x| the claims: 

pages 

pages 

pages 

pages 



(See Attached) 



, as originally filed 

, as amended (together with any statement) under Article 1 9 
, filed with the demand 



, filed with the letter of 



the drawings: 

pages (See Attached) 

pages 

pages 



, as originally filed 

, filed with the demand 



X 



the sequence listing part of the description: 

pages (See Attached) 

pages 

pages 



, filed with the letter of . 



, as originally filed 

, filed with the demand 



, filed with the letter of . 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the language in which 
the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language which is; 

I I the language of a translation fiimished for the purposes of international search (under Rule 23.1(b)). 
I I the language of publication of the international application (under Rule 48.3(b)). 

[ ] the language of the translation fLimished for the purposes of international preliminary examination (under Rules 55.2 and/ 
or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the intemational application, the international 
preliminary examination was carried out on the basis of the sequence listing: 

□ contained in the intemational application in printed form. 

I I filed together with the intemational application in computer readable form. 

I I furnished subsequently to this Authority in written form. 

j I furnished subsequently to this Authority in computer readable form. 

□ The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
intemational application as filed has been furnished. 

□ The statement that the information recorded in computer readable form is identical to the writen sequence listing has 
been fUmished. 

xl The amendments have resulted in the cancellation of: 

NONE 



X 



the description, pages_ 
the claims, Nos. 



NONE 



the drawings, sheets^ NONE 



5. I [ This report has been drawn as if (some of) the amendments had not been made, since they have been considered to go 

beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)).** 
* Replacement sheets which have been furnished to the receiving Office in response to an invitation under Article 14 are r^erred U> 
in this report as ''originally filed** and are not annexed to this report since they do not contain amendments (Rules 70,16 
and 70.17), 

**/iyyv replacement sheet containing such amendments must be referred to under item 1 and anne xed to this report. 
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III. Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 

1. The questions whether the claimed invention appears to be novel, to iavolve an inventive step (to he non obvious), or to be 
iadnstrially applicable have not been and will not be examined in respect of: 

I I the entire international application. 

claims Nos. 31 and 86>31 

because: 

I I the said international application, or the said claim Nos. _ relate to the following subject matter which 
' — ' does not require international preliminary examination (specify). 



I I the description, claims or drawings (indicate particular elements below) or said claims Nos. _ are so 
xinclear that no meaningful opinion could be formed (specify). 



I I the claims, or said claims Nos. _ are so inadequately supported by the description that no meaningful 
opinion could be formed, 

no international search report has been established for said claims Nos. 81 and 86-31 . 



2. A meaningfial international pneliminaiy examination cannot be canied out due to the failure of the nucleotide and/or amino acid 
sequence listing to compfy with the standard provided for in Annex C of the Administrative Instructions: 

I I the written form has not been furnished or does not comply with the standard. 

I I the computer readable form has not been furnished or does not comply with the standard. 
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rNTEKNTATIOISrAIj PKEIiEViriSrAKT EXAMmATlON IlEPOBT 


International application No. 
PCT/USOO/01599 


V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 


1. statement 




mveltv Claims i-^o, 22-25. 32, 34 


YES 


Claims NONE 


NO 


Inventive Step HCS^ Claims 


TES 


Claims l-20, 22-25» S2, S4 


NO 



Industrial AppHcabillty OA) Claims i-ao, 22-25 YES 

Claims NONE NO 



S. citations and explanations (Rule 70.7) 

Claims 1-20 and 22-25 lack an inventive step under PCT Article SS(3) as being obvious over Horoszewicz (U.S. Patent 
5,763,202) in view of Ostanin et al. (The Journal of Biological Chemistry, 1994) further in view of Sukumar (U.S. Patent 
5,763,415) further in view of Provari et al. (Biochemical and Biophysical Research Communications, 24 August, 1995). 

Horoszewicz teaches a therapeutic method for treating a mammalian prostate carcinoma, comprising the step of administering 
a therapeutically effective amount of cellular protein to the carcinoma (Abstract and Example 5, section 5,8, Columns 10-12), 
Horoszewicz teaches a therapeutic method wherein the cellular protein is from human (Example 6). 

Horoszewicz teaches a therapeutic method wherein the cellular protein is coupled to a monoclonal antibody (Example 5, Section 
5.8.S). 

Horoszewicz teaches a therapeutic method wherein the monoclonal antibody is immunologically specific to a human prostate 
cancer cell (Example 5, Section 5.8. S). 

Horoszewicz teaches a diagnostic method wherein the cellular protein is quantified by an antibody immunologically specific to 
the cellular protein.(Example 5, Section 5,8.1). 

Horoszewicz does not teach the therapeutic method wherein the cellular protein is PAcP and it is expressed by administering 
a nucleic acid comprised of the coding sequence of cellular PAcP. 

Ostanin et al. teach the therapeutic method wherein the cellular protein is PAcP and it is expressed by administering a nucleic 
acid comprised of the coding sequence of cellular PAcP (Abstract Experimental Procedure Section). 

Horoszewicz does not teach the therapeutic method wherein the expression vector is operably linked to the coding sequence 
of cellular protein. 

Ostanin et al. teach the therapeutic method wherein the expression vector is operably linked to the coding sequence of cellular 

protein (Figure l). 

(Continued on Supplemental Sheet.) 
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Supplemental Box 

(To be used when the space in any of the preceding boxes is not sufficient) 



Oontinxiation of: Boxes I - Vm Sheet 11 

Horoszewicz in view of Ostanin et al. further in view of Sukumar do not teach the method to diagnose androgen-insensitive 
prostate carcinomas. 

Porvari et al* teach the method to diagnose androgen-insensitive prostate carcinomas. (Abstract). 

Horoszewicz in view of Ostanin et al. further in view of Sukumar do not teach the method of quantifying the concentration of 
cellular PAcP protein in the prostate carcinoma. 

Porvari et al. teach the method of quantifying the concentration of cellular PAcP protein in the prostate carcinoma by 
"measuring mRNA by Northern blotting and determining acid phosphatase activity. (Figures 1 and 2). 

Horoszewicz in view of Ostanin et aL further in view of Sukumar do not teach the promoter region useful for prostate specific 
expression, comprising the regulatory region of a PAcP gene having Genbank accession No: X47961. 

Porvari et aL teach the promoter region useful for prostate specific expression, comprising the regulatory region of a PAcP 
gene having Genbank accession No: X47961. (Abstract and Page 861, Footnote). 

Horoszewicz in view of Ostanin et al. further in view of Sukumar do not teach a xenograft model for studying human prostate 
cancers, comprising an athymic mammal hosting at least one transgenic human prostate carcinoma cell derived from LNCaP. 
Porvari et al. teach a xenograft model for studying human prostate cancers, comprising an athymic mammal hosting at least 
one transgenic human prostate carcinoma cell derived from LNCaP. (Abstract, Introduction and Discussion Section). 
It would have been obvious for an ordinary practitioner to substitute and combine the androgen action animal model tissue of 
Porvari et al, in the method of detecting prostate carcinoma of Horoszewicz in view of Ostanin et al. further in view of 
Sukumar, since Porvari et aL state, "One advantage of using an animal model is the availability of normal prostate, whereas 
studies of human prostate have to be carried out using mainly hyperplastic or cancerous tissue (Page 861, Introduction Section, 
lines 1-3)", An ordinary artisan skilled in the art would have been motivated to substitute and combine the androgen action 
animal model tissue of Porvari et al. in the method of detecting prostate carcinoma of Horoszewicz in view of Ostanin et al. 
further in view of Sukumar in order to achieve the express advantages, as noted by Porvari et aL of a method which provides 
advantage of using an animal model with the availability of normal prostate, whereas studies of human prostate have to be 
carried out using mainly hyperplastic or cancerous tissue. 

Moreover, it would have been obvious to an ordinary practitioner to combine all the reagents and methods to use them as 
taught by Horoszewicz (U.S. Patent 5,763,202) in view of Ostanin et aL (The Journal of Biological Chemistry, 1994), further 
in view of Sukumar (U.S. Patent 5,763,415) further in view of Provari et aL (Biochemical and Biophysical Research 
Communications, 24 August, 1995) in the form of a kit, since the kit format saves money and resources for everyone by 
dramatically reducing waste and the other service provided in a kit is quality control. 



Claims 1-20, 22-25, 32 and 34 lack an inventive step under PCX Article 33(3) as being obvious over Horoszewicz (U.S. 
Patent 5,763,202) in view of Ostanin et al. (The Journal of Biological Chemistry, 1994) further in view of Sukumar (U.S. 
Patent 5,763,415) further in view of Provari et al. (Biochemical and Biophysical Research Communications, 24 August, 
1995)further in view of Barker et al. (U.S. Patent 5,814,630) (September 29, 1998). 

Horoszewicz in view of Ostanin et al. further in view of Sukumar further in view of Provari et al. teach the method of claims 
1-20, 22-25 as described above. Horoszewicz in view of Ostanin et al. further in view of Sukumar further in view of Provari 
et al. do not teach the method for diagnosing prostate tumor progression by a marker comprising elevated phosphotyorosyl 
ErbB-2 levels as compared to levels present in normal prostate tissue controls. Barker et al. teach the method for diagnosing 
prostate tumor progression by a marker comprising elevated phosphotyorosyl ErbB levels as compared to levels present in 
normal prostate tissue controls. (Column 1, line 34 to column 2, line 17), 

It would have been obvious for an ordinary practitioner to substitute and combine the teaching of diagnosing prostate tumor 
progression by a marker comprising elevated phosphotyorosyl ErbB levels of Barker et al in the method of detecting prostate 
carcinoma of Horoszewicz in view of Ostanin et al. further in view of Sukumar, since Barker et al. state, "It is also known 
that EGF type tyrosine kinase activity is rarely detected in normal cells whereas it is more frequently detectable in malignant 
cells (Column 2, lines 8-11)". An ordinary artisan skilled in the art would have been motivated to substitute and combine the 
teaching of diagnosing prostate tumor progression by a marker comprising elevated phosphotyorosyl ErbB levels of Barker et 
al in the method of detecting prostate carcinoma of Horoszewicz in view of Ostanin et al. further in view of Sukumar in order 
to achieve the express advantages, as noted by Barker et al. of a method which provides advantage of pathological markers 
e.g., EGF typo tyrosine kinase activity that is rarely detected in normal cells whereas it is more frequently detectable in 
malignant cells. 

Claim 33 meets the criteria set out in PCT Article 33(2)-(4), because the prior art does not teach or fairly suggest to detect 
ErbB-2 levels by Western blotting. 



NEW CITATIONS 

US 5,814,630 A (BARKER et al) 29 SEPTEMBER 1998, see entire document. 
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Supplemental Box 
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I. BASIS OF REPORT: 

This report has been drawn on the basis of the description, 

page(s) 1-72, as originally filed. 

page(s) NONE, filed with the demand. 

and additional amendments: 

Page 77, filed with the letter of 19 March 2001 

This report has been drawn on the basis of the claims, 

page(s) 73-77, as originally filed. 

page(s) NONE, as amended under Article 19, 

page(s) NONE, filed with the demand. 

and additional amendments: 

Page 77, filed with the letter of 19 March 2001. 

This report has been drawn on the basis of the drawings, 

page(s) 1-19, as originally filed. 

page(s) NONE, filed with the demand. 

and additional amendments: 

NONE 

This report has been drawn on the basis of the sequence listing part of the description: 

page(s) NONE, as originally filed. 

pages(s) NONE, filed with the demand. 

and additional amendments: 

NONE 



V. 2. REASONED STATEMENTS - CITATIONS AND EXPLANATIONS (Continued): 

Horoszewicz does not teach the therapeutic method wherein the coding sequence of cellular PAcP protein encodes Genbank 
Accession No: M34840. 

Ostanin et al. teach the therapeutic method wherein the coding sequence of cellular PAcP protein encodes Genbank Accession 
No: M34840 (Page 8971, column 1, footnote). 

It would have been obvious for an ordinary practitioner to substitute and combine the human prostatic acid phosphatase with 
Genbank accession No; M34840 of Ostanin et al. in the method of detecting prostate carcinoma of Horoszewicz, as Ostanin et 
al. states, "Because of its clinical importance as a prostate tumor marker, human prostatic acid phosphatase is the most 
extensively studied of the high molecular weight acid phosphatases. (Page 8971, column 2, fust sentence of second 
paragraph)". An ordinary artisan skilled in the art would have been motivated to substitute and combine the human prostatic 
acid phosphatase with Genbank accession No; M34840 of Ostanin et al, in the method of detecting prostate carcinoma of 
Horoszewicz in order to achieve the express advantages, as noted by Ostanin et al of a method which provides a clinically 
important prostate tumor marker, human prostatic acid phosphatase which is the most extensively studied of the high molecular 
weight acid phosphatases. 

Horoszewicz in view of Ostanin et al. do not teach a therapeutic method wherein the cellular protein is in a liposome. 
Sukumar teaches a therapeutic method wherein the cellular protein is in a lipofectin type lipophilic drug-containing liposome 
(Column 8, lines 1-12). 

Horoszewicz in view of Ostanin et al. do not teach a therapeutic method wherein the nucleic acid administered comprises the 
coding sequence of cellular protein operatively linked to a herpes simplex virus or cytomegalovirus. 

Sukumar teaches a therapeutic method wherein the nucleic acid administered comprises the coding sequence of cellular protein 
promoter is operatively linked to a herpes simplex virus or 05^0 megalo virus promoter. (Column 3, lines 36-41 and Examples 1 
and 2). 

It would have been obvious for an ordinary practitioner to substitute and combine the therapeutic method containing liposome 
and viral vectors of Sukumar in the method of detecting prostate carcinoma of Horoszewicz in view of Ostanin et al. since 
Sukumar states, "Suicide and apoptosis genes can be administered by way of a viral vector, such as adenoviral or retroviral 
vector (Column 6, lines 66-67)". An ordinary artisan skilled in the art would have been motivated to substitute and combine 
the therapeutic method containing liposome and viral vectors of Sukumar in the method of detecting prostate carcinoma of 
Horoszewicz in view of Ostanin et al. in order to achieve the express advantages, as noted by Sukumar of a method which 
provides administration of suicide and apoptosis genes by way of a viral vector. 
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NOTICE INFORMING THE APPLICANT OF THE 
COMMUNICATION OF THE INTERNATIONAL 
APPLICATION TO THE DESIGNATED OFFICES 

(PCT Rule 47,1 (c), first sentence) 


To: 

KLANN, Ellen, M. 

Dann, Dorfnnan, Herreli and Sklllman 
Suite 720 

1601 Market Street 
Philadelphia, PA 19103 
ETATS-UNIS D'AMERIQUE 


Date of mailing (day/month/year) 
27 July 2000 (27.07.00) 




Applicant's or agent's file reference 
UNMC63131PCT 


IMPORTANT NOTICE 


International application No. 

PCT/USOG/01599 


International filing date (day/month/year) 
21 January 2000 (21.01.00) 


Priority date (day/month/year) 

21 January 1999 (21.01.99) 


Applicant 

BOARD OF REGENTS OF THE UNIVERSITY OF NEBRASKA et al 



1. Notice is hereby given that the International Bureau has communicated, as provided in Article 20, the international application 
to the following designated Offices on the date indicated above as the date of mailing of this Notice: 

AU,JP,KP,KR,US 

In accordance with Rule 47.1(c), third sentence, those Offices wilf accept the present Notice as conclusive evidence that 
the communication of the international application has duly taken place on the date of mailing indicated above and no copy 
of the international application is required to be furnished by the applicant to the designated Office(s). 

2. The following designated Offices have waived the requirement for such a communication at this time: 

AE,AUAM,AP,AT,AZ,BA3B,BG,BR,BY,CA,CH,CN,CR,CU,CZ,DE,DK,DM,EA,EE,EP,ES,FI,^ 
GE,GH,GM,HR,HU,ID,IUIN,IS,KE,KG,KZ,LaLK,LR,LS,LT,LU,LV,MA,MD,MG,MK,M 

NZ,OA,PL,PT,RO,RU,SD,SE,SG.SLSK,SUTJ,TM,TR,TT,TZ,UA,UG,UZ,VN,YU,ZA,ZW 

The communication will be made to those Offices only upon their request. Furthermore, those Offices do not require the 
applicant to furnish a copy of the international application (Rule 49.1 (a-bis)), 

3. Enclosed with this Notice is a copy of the international application as published by the International Bureau on 
27 July 2000 (27.07.00) under No. WO 00/43548 

REMINDER REGARDING CHAPTER II (Article 31(2)(a) and Rule 54.2) 

If the applicant wishes to postpone entry into the national phase until 30 months (or later in some Offices) from the priority 
date, a demand for international preliminary examination must be filed with the competent International Preliminary 
Examining Authority before the expxtdXxon of 19 months from the priority date. 

It is the applicant's sole responsibility to monitor the 19-month time limit. 

Note that only an applicant who is a national or resident of a PCT Contracting State which is bound by Chapter II has the 
right to file a demand for international preliminary examination. 

REMINDER REGARDING ENTRY INTO THE NATIONAL PHASE (Article 22 or 39(1)) 

If the applicant wishes to proceed with the international application in the national phase, he must, within 20 months 
or 30 months, or later in some Offices, perform the acts referred to therein before each designated or elected Office. 

For further important information on the time limits and acts to be performed for entering the national phase, see the 
Annex to Form PCT/lB/301 (Notification of Receipt of Record Copy) and Volume II of the PCT Applicant's Guide. 
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